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AB The title compds . [I; R = hydrogen or hydroxy; A = (un) substituted Ph; X =. 
(un) substituted Ph or heterocyclic, mono-, di- or tri-halomethyl , cyano, 
etc.; XI = Ph, furyl, thienyl, pyridyl, thiazolyl, benzofuryl, 
benzothienyl , etc.], which have agonist activity toward opioid 
kappa receptors (no data) and are useful as analgesics (no data) , 
antiinflammatory agents (no data), diuretics (no data), and neuroprotective 
agents (no data), are prepd. Thus, (2S , 3S) -1- [2 -N- 

(benzyloxycarbonyl) methylamino-2-phenylethyl] -3 -hydroxypyrrolidine was . 
condensed with 3 , 4 -dichlorophenylacetyl chloride and the free base 
salified with HCl, producing the hydrochloride salt of 
N- (benzylcarbonyl) methyl -2- (3, 4 -dichlorophenyl) -N- [2- (3- (S) - 
hydroxypyrrolidin-l-yl) -1- (S) -phenylethyl] acetamide . 
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AB Pyrrolidinylethylacetamides I [R = 3-, 4-NCS, (E) -NHCOCH : CHC02Me] were 
synthesized as .kappa . -selective affinity labels and evaluated 
for opioid activity. In smooth muscle prepns . , the non-electrophilic 
parent compd. (+) -S-I [R = H] and the affinity labels behaved as . 
kappa, agonists in that they were potently antagonized by 
norbinaltorphimine (norBNI) . In addn. to the high binding affinity and 
selectivity of I [R = 3-NCS] to .kappa, opioid receptors, wash 
studies have suggested that this involves covalent binding. In the mouse 
tail-flick assay, I [R = NCS] produced long-lasting antagonism of the 
antinociceptive effect of the .kappa, opioid agonist, 
(.+-,) -trans- 2- ( 3 , 4 -dichlorophenyl) -N-methyl-N- [2- (l- 
pyrrolidinyl) cyclohexyl] acetamide ((.+-.) -U50, 488) . In contrast, the 
non-electrophilic parent compd. (+) -S-I [R = H] and I [R = 

3- (E) -NHCOCH :CHC02Me] were devoid of antagonist activity in the tail-flick 
assay. At substantially different doses, I [R = 3-, 4-NCS] also produced 
antinociception in the mouse abdominal stretch assay. In addn., I [R = 

3- NCS, 3- (E) -NHCOCH :CHC02Me] had improved in vivo .kappa 
. -selectivities compared to (+) -S-I [R = H] and I [R = 

4- (E) -NHCOCH :CHC02Me] . The improved . kappa . -selectivities of I 

[R = 3-NCS, 3- (E) -NHCOCH :CHC02Me] and the different agonist and antagonist 
potencies of I [R = 3-, 4-NCS] may be explained resp. by the existence of 
multiple .kappa, agonist binding sites and distinct agonist and 
antagonist binding sites. In view of the antagonist selectivity and the 
apparent irreversible binding of I [R = 3-NCS] to .kappa, 
receptors, it may serve as a useful Pharmacol, or biochem. tool to 
investigate .kappa, opioid receptors. 



